For many years, the prevailing belief has been that hormone therapy protects the heart, but 52 cardioprotective effects of this therapy have been challenged by well-designed clinical trials. 53
Thromboembolic events, coronary artery disease, stroke, and breast cancer have been reported in 54 clinical trials evidencing that hormone therapy can be more harmful than previously expected 55 (Herrington et al. 2000 , Rossouw et al. 2002) . Given its potential drawbacks, alternatives to 56 hormone replacement therapy such as phytoestrogen supplements have been investigated to treat 57 menopausal symptoms , Lethaby et al. 2013 . 58
Phytoestrogens are a diverse group of compounds that structurally and functionally mimic 59 mammalian estrogens (Turner et al. 2007 and 20 min post-insulin application. The rate constant for blood glucose disappearance (kITT) per 119 min (%.min -1 ) was then calculated. 120
After the insulin tolerance test, direct measurement of blood pressure (BP) was performed. 121
A catheter filled with saline was implanted into the femoral artery (PE-10), under anesthesia. One 122 day after catheter placement, the arterial cannula was connected to a strain-gauge transducer 123 (P23Db, Gould-Statham, Oxnard, CA) and BP and heart rate (HR) signals were recorded (rats were 124 conscious) during a 30-min period with a microcomputer equipped with an analog-to-digital 125 converter board (CODAS, 2-kHz sampling frequency, Dataq instruments, Inc., Akron, OH). 126
One day after BP recording, rats were fed normally and then anesthetized with a high dose 127 of pentobarbital sodium (100mg/kg), and a thoracotomy and cardiac puncture to draw and collect 128 blood was made. After, epididymal white adipose tissue, uterus and heart were removed, washed 129 with saline solution, to then be stored in a freezer -80. The heart and epididymal white adipose 130 tissue were homogenized to GLUT4 analyses as previously described (Machado et al. 1993) . 131
The protein concentration was determined using the Bradford method and GLUT4 132 expression was analyzed by Western blot, according to the standard procedure in our laboratory 133 
Statistical Analysis 149
Our sample size was determined by the feasibility of recruitment (animal experimental). 150
Thus, taking into consideration the lipid profile as main outcome, 44 animals and α=5%, the power 151 calculation was 91% and Cohen´s test was d=1.680 and effect-size was r=0.643. 152
The Shapiro-Wilk test was performed to assess the distribution of numerical data and, 153 therefore, they are described as means and standard deviations. Results were compared using 154 analysis of variance (one-way for analysis) followed by Tukey's post-hoc test. A 5% level of 155 significance was set for all tests performed. 156 D r a f t Table 2 shows the metabolic and hemodynamic changes observed in rats during the 159 experiments. The different diets produced a variation in body weight at the end of the protocolsLee index than group E (p<0.001 and p=0.020, respectively). Group S showed a trend for improved 163 insulin sensitivity when compared to other groups, though not statistically significant 164 (p=0.066). Uterine weight was ~2.8-fold greater (p<0.001) in group E compared to other groups. 165 Table 2 also present lipid profiles of the rats. Diets containing phytoestrogens resulted in 166 lower total cholesterol (p=0.001). There was ~28% reduction in group L (p=0.037) compared to 167 group C, and ~35% reduction in group S (p=0.011) compared to group C. LDL-cholesterol (LDL-168 C) levels were also reduced (p=0.001): ~40% reduction in group L (p=0.031) while group S showed 169 a greater reduction of ~56% (p=0.003), both compared to group C. No change was noted in HDL-170 cholesterol (HDL-C) levels (p=0.052). Triglyceride levels were reduced at the end of the 171 experiment (p=0.007) by ~60% in group L (p=0.036) and ~71% in group S (p=0.014) compared to 172 group C. We found no difference in the lipid profile between groups E and C. 173
The hemodynamic results (Table 2) showed no changes in systolic BP, diastolic BP and 174 HR. However, there was a slight reduction in mean BP in group S compared to group L, though not 175 statistically significant (p=0.065). 176 120x73mm (300 x 300 DPI)
